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50 Allergy Abstracts 


ASTHMA AND HAY FEVER 


A Study of the Respiratory Effects of Prednisone in Diffuse Airway Obstruc- 
tion. Cullen, J. H., and Reidt, W. U.: Am. Rev. Resp. Dis. 82: 508, 1960. 


Fourteen male patients with chronic diffuse airway obstruction and 
dyspnea for many years were studied to determine whether prednisone 
improved their pulmonary function. They ranged in age from 41 to 66 years. 
Five had allergie asthma, and 13 had significant wheezing. The pretreatment 
ventilatory studies included vital eapacity, one-second vital capacity, the 
iInaximal mid-expiratory flow, the maximal expiratory flow, the inspiratory: 
flow, and the maximal breathing capacity. The ratio of residual volume to 
total lung capacity was also determined. 

Studies of gas exchange at both rest and after exercise were performed 
before and after the administration of prednisone. Ventilatory studies were 
performed before and after the administration of 0.3 ¢.¢. of epinephrine as 
well as after prednisone therapy. It was found that 7 patients responded to 
epinephrine with an increase of more than 20 per cent in their air flow studies. 
Of the 5 patients with a clinical diagnosis of allergic asthma, only 2 responded 
to epinephrine. In these 2 there was, in general, a greater improvement in 
expiratory air flow than inspiratory flow after the administration of epine- 
phrine, 

The results of the diffusing capacity studies showed that the resting 
diffusing capacity (Deo) was low in 6 patients, normal in 5, and borderline in 
3. Two of the patients with low Deo and 4 of the 5 with normal resting 
Deo responded to epinephrine. Eight of 13 patients had a diminished Deo 
on exercise, and 2 reached a low normal range. Of 13 patients who performed 
any exercise Deo only one showed a significant increase over the resting value. 
The 3 patients with borderline exercise Dea had normal resting values. Pa- 
tients with normal diffusing capacities at rest or on exercise were more likely 
to respond to epinephrine. 

The 14 patients were then given prednisone, starting with 60 mg., in 
divided doses per day and reducing the amount gradually so that, at the end 
of the week, 30 mg. per day was being administered. After 7 days of treat- 
ment, they were again tested. Eight of the 14 patients noted a moderate to 
marked symptomatic improvement in their conditions while 2. patients felt 
worse. The chief symptomatic response was a reduction in the distress from 
wheezing and coughing. Many thought their exercise tolerance had increase, 
although their ability to perform the exercise Deo on a stationary bicyele left 
them just as dyspneie as they were before prednisone therapy. Despite the 
fact that 8 patients felt considerably improved, none showed any significant 
change in the lung volume measurements or in the air flow rates. Although 
8 responded to prednisone, and 7 to epinephrine, only 3 responded to both. 
Following a week of prednisone therapy, however, there was a tendeney for 
the ventilation to increase. The minute ventilation increased in 9 patients 
and was decreased in 3; the alveolar ventilation increased in 6 and deereased 
in 4. 

The authors believe that long-term steroid therapy is not justified in 
chronic pulmonary emphysema. They emphasize, however, that the present 
study was not designed to evaluate the effect of steroids during acute exacer- 
bations of chronie pulmonary emphysema. EK. W. 


Resuscitation of the Moribund Asthmatic and Emphysematous Patient. [con- 
hardt, K.: New England J. Med. 264: 785, 1961. 
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The author describes his management of certain severely asthmatie and 
emphysematous patients who are in a moribund state. His emphasis is on 
mechanical aids involving the prolonged use of a suction-ventilation eyele to 
combat the terminal mechanieal problem in these patients. The successful 
treatment of 5 consecutive patients in a moribund condition is deseribed and 
detailed case histories are presented. In these patients the author’s methods 
of applying a resuscitator, suction apparatus, and tracheotomy are deseribed 
in detail, H. Pelz 


Air Pollution Asthma Among Military Personnel in Japan. Phelps, H. W.. 
Sobel, G. W., and Fisher, N. Be: J. A. M.A. 175: 990, 1961. 


A large number of United States Army personnel stationed in the Yoko- 
hama-Tokyo area of Japan develop a respiratory disease similar in most 
respects to bronehial asthma. It differs from the usual form of bronchial 
asthma in that bronchodilators fail to alleviate the obstruction to air flow. 
The condition is attributed to the smog concentration in the area. 

The disease usually begins with episodes of nocturnal cough suggesting a 
diagnosis of acute bronchitis. After a period of several days or weeks wheez- 
ing and shortness of breath appear. The shortness of breath is present even 
hetween attacks and is so severe as to make any physical exertion difficult. 
As the condition progresses, chronic loss of sleep due to nocturnal coughing 
and wheezing becomes a serious problem. The symptoms become more severe 
during winter months and during periods of increased smog concentration. 
When the patients leave the area or fly at altitudes of 5,000 feet or higher, 
symptoms disappear but promptly reappear when the patient returns to land, 
The disease tends to become chronie and progressive unless the patient is re- 
moved from the area. H. F. 


A Comparative Study of Topical Steroids, Antihistamines and Pollen Vaccine 
in the Treatment of Hay Fever and Hay Asthma. [Bagratuni, L.: Ann. 
Allergy 18: 859, 1960. 


Steroids used locally by insufflation and spray provided some relief in up 
to 99 per cent of a series of grass hay fever patients. Twenty-seven per cent 
of the patients in the series also reported some relief from symptoms with the 
control solutions. The antihistainines, phenindamine tartrate and prometha- 
zine hydrochloride, provided some benefit to 92 per cent and 70 per cent, 
respectively, of those patients who received no benefit from the loeal steroid 
therapy. Preseasonal hyposensitization gave great relief to 91 per cent of a 
separate series of 23 grass hay fever patients. Five patients with pollen 
asthma were treated with local steroids and antihistamines without benefit. 
Of 14 other patients with pollen asthma who received preseasonal hyposensi- 
tization, 86 per cent were improved, 57 per cent were completely asympto- 
matic, 

Preseasonal hyposensitization appeared to provide a much greater degree 
of relief from symptoms in pollinosis and pollen asthma than do either anti- 
histamines or local steroid therapy. mF. 


Evaluation of Dexbrompheniramine Maleate in Allergy by Double-Blind Pro- 
cedure: Preliminary Report. Romanoff, A., and Guidotti, F. PL: New 
York J. Med. 60: 3800, 1960. 


A double-blind study of dexbrompheniramine was carried out during the 
1959 ragweed pollen season on 99 patients, predominantly males, ranging in 
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age from 30 to 70. Most of the patients received concomitant hyposensiti- 
zation therapy. The drug was given in 2 me. doses, 3 to 4+ times daily, for a 
period of one to 6 weeks. Of 54 patients, 72 per cent obtained good relief and 
an additional 15 per cent had fair relief of symptoms. Approximately 30 per 
cent of the patients reported obvious benefit from the placebo and another 
9 per cent experienced moderate relief. Dizziness, dryness of the mouth, 
drowsiness, grippe-like sensations, and anorexia were the commonest side re- 
actions and were noted in 9 per cent receiving the drug and 6 per cent of those 
on placebo. None of these symptoms were severe enough to require discontin-. 
uance of the medication, R. W. 


Mucoid Impaction of the Bronchi. Hutcheson, J. B.. Shaw, R. R.. Paulson, D. 
LL... and Kee, J. L.. Jre: Am. J. Clin. Path, 83: 427, 1960. 


Twenty-seven patients, most of whom had bronchial asthma or frequent 
respiratory tract infections, were found to have mucoid impactions of the 
bronchi. The majority of these patients resided in areas of constant low 
humidity. More than half of the inspissated plugs contained eosinophils. The 
impactions, which averaged 3 em. in length, were solitary in 9 eases, multiple 
in & and diffuse in 5 eases. In 3 instances, the impactions had become or- 
eanized with fibroblasts and endothelial-lined channels.  Mueosal changes 
including ulceration were observed. The condition is progressive, and chroni¢ 
pneumonitis, bronchiectasis, or lung abscess may develop distal to the im- 
paction. Clinieal and roentgenologic features may mimie bronchogeni¢ ear- 
cinoma or tuberculosis. Ki. K. 


DERMATOLOGY 


Allergic Reaction to Griseofulvin. ©’Iarrell, N. M.: A.M. A. Arch. Dermat. 
82: 424. 1960. 


A case of allergic dermatitis to Griseofulvin in a 5-vear-old girl is de- 
seribed. The patient developed erythema with edema, vesiculation and sealing 
on the sealp, neck, arms, and legs | week after onset of therapy. After the 
lesions cleared, the patient was given a test dose of Griscofulvin which re- 
sulted in a mild eruption. kK. Kk. 


External Cod Liver Oil Therapy in Infantile and Atopic Eczema. Spoor, H. 
J.: New York J. Med. 60: 2863, 1960. 


The amount of unsaturated fatty acids in the natural oils of the skin of 
infants with allergic eezema and of adults with flexural atopie dermatitis or 
neurodermatitis was studied. The extent of unsaturation of the skin oil was 
measured by lens paper smears, according to a previously deseribed technique. 
The neck, antecubital fossa, popliteal fossa, and the groin were the various 
areas of skin studied. Daily application of an ointment containing unsatu- 
rated fatty acids significantly increased the quantity of unsaturated oil in 
the skin of these individuals. Sinee lack of unsaturated fatty acid was com- 
mon to both youngsters and adults suffering from this type of dermatitis, 
patients from both age groups were treated with daily applications of an 
ointment containing cod liver oil, zine oxide, lanolin, petrolatum, and tale to 
observe its therapeutic effect. This regimen, combined with removal of known 
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allergens or with oral antihistamine therapy, was very effective in the in- 
fants, but failed to relieve the symptoms in most adults with well-established 
neurodermatitis. R. W. 


Fixed Drug Eruption Caused by 8-Chlorotheophylline in Dramamine With 
Clinical and Histologic Studies. Stritzler, (.. and Kopf. A. W.: J. Invest. 
Dermat. 34: 319, 1960. 


A fixed drug eruption involving the right thigh, leg. and foot of a 57-year- 
old woman was found to be caused by Dramamine. This drug is a combination 
-of Benadryl and &-chlorotheophylline (8-CT). The oral administration of Bena- 
drvl failed to elicit a reaction but 8-CT caused a striking flare. Fifteen hours 
after the ingestion of 10 me. of 8-C'T itehing was noted at the fixed reaction 
sites. A ring of erythema appeared at 16 hours and 4 hours later edema was 
evident. Twenty-two hours after ingestion superficial bullae developed whieh 
slowly increased in size and pigmentation deepened. Crusting appeared and 
disappeared over a 2- to 3-week period, leaving hyperpigmentation at the site. 

Trials with related compounds such as unmodified theophylline, theobro- 
mine, and caffeine and numerous antihistamine drugs vielded negative responses. 
However, 8-bromotheophylline, in a 10 mg. oral dose, caused the same reaction 
as 8-CT. Attempts to suppress the reaction by the administration of various 
antihistamine drugs commencing | day prior to and continuing for 5 days after 
a provocative dose of 8-CT were unsuccessful. The intensity of the reaction was 
diminished by the use of steroids but its time of onset and duration remained 
unchanged. The deliberate exposure of the patient to the causative agent at 
least 20 times over a 3-vear period failed to diminish the reaction. 

In an attempt to determine the nature of the shock tissue in the fixed drug 
eruption, a pateh test with powdered 8-CT was applied to the pigmented are: 
on the right thigh for 48 hours. A control pateh test was applied with theophyl- 
line powder to the pigmented lesion of the right foot. A moderate fixed drug 
reaction developed at the &8-C'T site but no reaction occurred at the control site. 
This study suggested that the shock tissue was readily accessible to the antigen 
through the epicutaneous route and that the superficial dermal vessels were at 
least part of the shock tissue. This study also seemed to indicate that the 
antigen becomes complete in its passage through the epidermis and that pas- 
sage through the gastrointestinal tract is not essential before it is able to unite 
with its antibody. 

Histologic studies were done on biopsy specimens removed from the central 
bulla of the fixed drug eruption, from the periphery of the lesion, and from a 
nearby normal skin area. The epidermis of the central area showed exoeystosis, 
exoserosis, and the formation of a subepidermal bulla. The bulla contained 
mostly serum, remnants of necrotic epidermal cells, a few polymorphonuelear 
leukoevtes and Iymphoeytes, but no eosinophils. In specimens taken from the 
periphery of the lesion a striking finding was premature keratinization, in which 
single or groups of epidermal cells underwent keratinization in the form of 
keratin pearls within the stratum spinosum. Numerous melanin granules were 
found throughout the keratin pearls as compared to the relatively few melanin 
eranules noted in the surrounding unaffected epidermal cells. It remains un- 
certain whether the melanin concentration within the keratin pearls is responsi- 
ble for the hyperpigmentation which characteristically follows fixed drug erup- 
tions. B.S. 


An Unusual Autoimmune Syndrome: Erythema Annulare Centrifugum, Gen- 
eralized Pigmentation and Breast Hypertrophy. Shelley. W. B.. and Hur- 
ley, H.J.: A.M. A. Arch. Dermat. 81: 889, 1960. 
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A 26-year-old white woman who complained of breast enlargement, mela- 
noderma, and gyrate migratory bands was studied. The rash began at age 16 
as a pruritic, papular eruption of the presternal area which gradually spread 
to the shoulders, baek, and thighs. During the first 5 years after the onset of 
the eruption the patient applied diluted’ Lugol’s solution over her entire body 
+ or 5 times each summer to simulate and stimulate tanning. After her marriage 
at age 21, she noted the onset of progressive breast enlargement as well as ringed 
lesions on the medial aspeets of her thighs and some hyperpigmentation of her 
ankles and popliteal spaces. During the next 5 years the symptoms became 
much worse. The breasts enlarged to such an extent that they were estimated 
to weigh 20 pounds and the skin was a deep, grayish-black color. There were 
firm, raised migratory bands showing some erythema, measuring 1 to 3 mm. in 
width and 3 to + em. in length, with urticarial ridges in a wave-like pattern. A 
hlood count revealed a 32 per cent eosinophilia; 2 LE preparations were strongly 
positive and both the Kline and Kolmer tests were strongly positive. The gamma 
globulin was elevated. Biopsy of the skin revealed an acanthotie epidermis with 
inter- and intracellular edema with many eosinophils present in the advaneing 
border and brownish pigmentation in the chromatophores of the dermis. A 
mammoplasty amputation was performed in which 14 pounds of tissue was re- 
moved from the breasts. Extracts of evsts from the patient’s breast contained 
an antigen which was detectible using the tannic acid treated red eell ageglutina- 
tion technique. After operation the patient experienced a marked reduetion 
in urticaria. It is suggested that autosensitization with localization of the anti- 
gen-antibody in the skin was the most likely eause for the patient's reaction. 


R.W. 


Eosinophil Leucocyte-Attracting Effect of Histamine in Skin. Archer, R. K.: 
Nature 187: 155, 1960. 


Histamine was injected intradermally into the skin of the neck of ponies, 
in doses ranging from 0.1 ne to 20 mg., and biopsies were taken 4+ hours after 
the injection. A maximal cosinophilie infiltration occurred with histamine 
doses approximating 100 pe. A high response occurred with 5 mg. histamine 
and some eosinophilic infiltration was noted with doses as small as 0.05 pe. Con- 
trol sites injected with saline showed an average eosinophil count of less than 
0.1 cell per high-powered field. 

In another experiment, 5 Gm. of histamine was injected and biopsy speei- 
mens were taken + hours later at 1 em. intervals along four radii of the sur- 
rounding cirele of skin. Two areas of edema could be recognized, a primary zone 
immediately around the site of injection and a secondary zone ventral to this, 
presumably beeause of the spread of the histamine by gravity. Doses of 15 me. 
and 100 pe gave approximately similar cosinophilic reactions except that no 
edema could be noted at the area where the smaller doses were injected. Doses 
of histamine greater than 200 pe produced less eosinophilic infiltration than 
smaller doses. H.F. 


MISCELLANEOUS ALLERGIES 


Allergy to Raw Coffee—An Occupational Disease. Kaye, M.. and Ireedman, 
S.O.: Canad. M. A. J. 84: 469, 1961. 


The incidence of allergic reactions among employees in a coffee roasting 
plant was investigated. The personnel was arbitrarily divided into 3. dif- 
ferent groups. The first group consisted of 17 subjects who had absolutely 
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no contact with the manufacturing of coffee, being employed only as office 
workers. The second group comprised 39 individuals who were all classified 
by the plant nurse as having obvious allergie symptoms manifested by nasal, 
skin, eye, or lung complaints. The third group of 56 subjects worked in the 
plant and usually had considerable exposures to the raw coffee and its sub- 
sequent preparation, but were asymptomatic. Each individual was interro- 
gated as to allergic history and all were skin tested with extracts prepared 
and standardized according to the method of Cooke and Stull. The extracts 
consisted of raw chaff, raw beans, roasted chaff, and roasted beans. The 
testing strengths were 1, 10, 100, and 1,000 PNU units and 0.025 ¢.c. was used 
for each intradermal test. Among those subjects who manifested allergic 
symptoms from exposure to coffee and showed positive skin tests, 74 per cent 
had either a positive past personal or family history of allergy. Among the 
geroup of 56 subjects who were exposed to raw coffee but had no symptoms, 12 
per cent showed positive skin reactions. Raw chaff was the main allergic 
offender since 26 out of 39 symptomatic subjects showed a skin reaction 
manifested by pseudopods, whereas only 18 in this group showed a similar 
reaction to the raw bean. The incidence of positive reactions to the roasted 
chaff and roasted beans was very slight. No significant positive skin re- 
actions were observed in the group who had no exposure to the aetual manu- 
facturing process of roasting the coffee beans. With one possible exception, 
all of the patients who showed positive reactions to the various raw ingredi- 
ents were able to drink coffee without difficulty. The faet that these individ- 
uals usually showed negative reactions to the roasted product is strongly 
suggestive that the antigenic structure is markedly changed during roasting 
and that the finished product is much less active allergenieally. The im- 
portance of hiring people with nonallergie backgrounds in the coffee industry 
is stressed since allergic sensitivity is much more likely to develop in subjects 
with a positive personal or family history of allergie disease. R. W. 


Henoch-Schénlein Syndrome: Review of Pathology and Report of Two Cases. 
Norkin, S.. and Wiener, J.: Am. J. Clin. Path. 33: 55, 1960. 


The autopsy findings in 2 eases of Henoch-Schonlein syndrome are re- 
ported. The first patient, a 69-year-old man, had had diarrhea *‘of unknown 
origin’? for a short period of time and then had developed abdominal pain, 
melena, and painful swelling of the knee and ankle. Other joints became 
involved and purpura appeared. Hematemesis and stupor preceded his death 
which occurred 17 days after onset of his acute illness. At autopsy there 
were multiple petechiae, serosal hemorrhages, and cirrhosis of the liver. 
Uleers were present in the esophagus, stomach, and intestines. Both vascu- 
litis and perivasculitis, with and without hemorrhage, were noted in the 
intestinal tract, kidneys, and skin. There was evidence of an acute glomer- 
ulonephritis. 

The second patient, a 15-year-old girl. had been seen 18 months previously 
with purpura and arthralgia of the knees and wrists, and 8 months previously 
with purpura, hypertension, anemia, and edema of the legs and eyelids. The 
urine at this time showed a fixed specifie gravity and the NPN was elevated. 
On her last admission to the hospital she was drowsy, anorectic, and weak. 
She died 10 days later with generalized edema and coma. Autopsy revealed 
severe glomerular damage, acute bilateral pneumonia, acute splenitis, caseous 
tuberculous granulomata of a hilar lymph node and the spleen. There were 
no acute vascular lesions as seen in the first patient. 








J. Allergy 
July—August, 1961 


56 Allergy Abstracts 

Bacterial allergy is mentioned as a possible etiologic factor and the possi- 
bility of a relationship between Henoch-Schénlein purpura and periarteritis 
nodosa Is suggested. I. K. 


Hereditary Angioneurotic Edema: Report of a Case With Gastrointestinal 
Manifestations. Trige,.J.: New Eneland J. Med. 264: 761, 1961. 


An interesting case of the hereditary form of angioneurotie edema in 
which there is a remarkable family history is presented. Among 115 family 
members, Comprising 6 generations who were traced, 36 were affected. Of 
these, 23 were males. Six died of acute laryngeal edema. The disease is” 
transmitted by simple autonomal dominance in this family. The patient in 
question presented a picture of an acute abdominal condition when applying 
for his fitth hospital admission for this disease, Tetraethylammonium ehlo- 
ride, given intravenously, produced complete relief of symptoms in 3 hours. 
Although angioedema is not a common cause of acute abdominal crisis, it 
should be considered in the differential diagnosis of acute intestinal ob- 
struction, H. Pelz 


PHARMACOLOGY, PHYSIOLOGY, AND PATHOLOGY 


Compression of the Tracheobronchial Tree by the Action of the Voluntary 
Respiratory Musculature in Normal Individuals and in Patients With 
Asthma and Emphysema. Dekker, H.. and Ledeboer, R. C.: Am. J. 
Roentgenol, 85: 217, 1961. 


Narrowing of the tracheobronchial tree during the expiratory phase of 
voluntary wheezing and acute asthmatic paroxysms is a passive phenomenon 
caused by increased intrathoracic pressure. 

Roentgenologic studies were made during respiratory arrest, the expira- 
tory phase of voluntary wheezing, end acute asthma in 10° subjects with 
asthma and/or emphysema and in 10 normal controls. No contrast media were 
employed and chest films were exposed in the posteroanterior, lateral, and 
oblique projections. There was no significant difference between the narrow- 
ing of the expiratory diameter, produced by voluntary wheezing, or acute 
asthma. In addition to the narrowing of the tracheobronchial lumen (caused 
by bulging of the membranous posterior wall anteriorly during expiration), 
shortening and anterior displacement of the upper respiratory tract were also 
observed. Despite these expiratory anatomie changes, intratracheal air flow 
resistance did not Increase, 

These findings, together with the observation by others, indicate that, 
during the expiratory phase of voluntary wheezing, the intrathoracic pressure 
increases, as a result of the action of the voluntary muscles of respiration, to 
the point at which transmural pressure is sufficient to collapse the trachea. 
The authors believe that the tracheobronchial compression which they ob- 
served during the expiratory phase of voluntary wheezing is due to a pressure 
phenomenon rather than to muscle action intrinsie to the tracheobronchial 
walls. It is also thought that in asthmatic patients inereased intrathoracic 
pressure results from contraction of the voluntary respiratory musculature 
secondary to constriction of small intrapulmonary bronchi with the emergence 
of a vicious eyele of narrowing of the smaller and larger air passages. A 
primary disturbance in the central control of the breathing mechanism causing 
increased intrathoracic pressure during expiration may also be at fault in 
asthma and emphysema. D. S. 
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Effect of Epinephrine on Experimental Ectopic Ventricular Tachycardias. 
Scherf, D., Taner, D., and Yildiz, M.: Proce. Soe. Exper. Biol. & Med. 105: 
30, 1960. 


Clinicians have frequently been warned not to administer catecholamines 
in the presence of ectopic cardiae rhythms because of the danger of inducing 
ventricular fibrillation. The present study was done on dogs to test. this 
hypothesis. 

Twenty-nine dogs were anesthetized, artificial respiration was instituted, 
the hearts were exposed and the electrocardiogram in Lead IL was recorded. 
Ventricular tachyeardia was produced by various methods and, when the 
tachycardia was constant, epinephrine hydrochloride in a dose of 0.0L ¢.e. per 
kilogram was injected into the superior caval vein. 

In none of the experiments did ventricular fibrillation or prefibrillatory 
arrhythmias occur after the intravenous injection of epinephrine. The tachy- 
cardia increased in most experiments after the injection of epinephrine, but 
usually only a few beats per minute. Occasionally the tachyeardia increased 
markedly and, occasionally, it slowed down. In 4 experiments, new extra- 
systoles originated in the ventricle opposite the one from whieh the taehy- 
‘ardia originated. Varying types of A-V heart block appeared at the end of 
the tachyeardia in all experiments due to reflex vagal effeets secondary to the 
blood pressure rise. The artificially induced tachyeardias never lasted more 
than 2 minutes and 20 seconds and were not definitely prolonged by the 
epinephrine. 

Although these experiments do not demonstrate the complete safety of 
the use of catecholamines in the presence of ventricular ectopic rhythms, it is 
concluded that when these agents are clinically indicated, the presence of 
such a rhythm should not be a deterrent. B.S. 


Separation of Specific Antigens of Histoplasma Capsuiatum by Ion-Exchange 
Chromatography. (ireene, (. H.. DeLalla, L. S.. and Tompkins, V. N.: 
Proe. Soe. Exper. Biol. & Med. 105: 140, 1960. 


It has recently been shown that the use of histoplasmin in the Ouchterlony 
technique is a more sensitive and specific test for histoplasmosis than the 
complement fixation, precipitin, and collodian agglutination tests. Although 
six antigens were detected in crude mycelial filtrates, only one, electropho- 
retically isolated and designated as “*h’’ antigen, was specific for active 
histoplasmosis. 

The purpose of this study was to find a simple, reliable method of sep- 
arating the active antigen from the crude filtrate. Histoplasmin was prepared 
from 6-month-old eultures of Histoplasma capsulatum. The erude filtrate was 
shown to contain at least two antigens when tested against antiserum from a 
proved ease by the agar gel-precipitin technique. These antigens were then 
precipitated from solution by half saturation with ammonium sulfate or by 
addition of two volumes of acetone. This partially purified histoplasmin was 
then dialyzed against a phosphate buffer for 24 hours. Then, by means of 
column chromatography on DEAK-ceilulose, using a gradient elution with 
decreasing pH and increasing molarity of phosphate, separation of antigenic 
fractions was accomplished, The fractions were then examined by double dif- 
fusion in agar using antiserum from a person with proved histoplasmosis. 
One fraction, as well as the erude filtrate. developed two lines, corresponding 
to the ‘th’? and ‘‘m’’ antigens. Three other fractions developed one line 
which made identity with one or the other of the two lines produced by the 
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erude filtrate. The remaining eight fractions failed to exhibit antigenic 
activity. 

Thus, two antigens, specific for the detection of histoplasmosis were 
separated from histoplasmin and purified by means of column chromatography 
on DEAK-cellulose. B.S. 


Study of the Adrenal Response to ACTH After Prolonged Treatment With 
Prednisone Alone or in Combination With ACTH or Testosterone. [ert- 
rand, J., Maitrepierre, J., and Loras, B.: J. Pediat. 57: 471, 1960. 


Earlier studies have shown that hypophysectomized rats on prolonged 
cortisone therapy and sustained by corticotropin injections did not develop 
adrenal atrophy whereas intact animals on steroid therapy showed a reduction 
in the concentration of ACTH in the pituitary body. It is known that the 
intravenous perfusion of hydrocortisone to a patient with Addison’s disease 
causes a rapid reduetion of plasma ACTH. These facts suggest that an in- 
hibition of pituitary corticotropin secretion and/or a secondary adrenal 
atrophy oceurs when prolonged corticosteroid therapy is abruptly stopped. 

The present studies were conducted on 34 rheumatic patients, ranging in 
age from 20 to 70 years, in an effort to determine whether the decrease in 
adrenal reserve persists after discontinuance of prolonged steroid therapy 
and to establish whether this insufficiency ean be remedied by administering 
long-acting ACTH or androgens in conjunction with corticosteroid treatment. 
The patients were put on prednisone in doses ranging from ol to 40 meg. per 
day for variable periods of time but never for less than 21 days. At the end 
of treatment the adrenocortical stimulation was instituted with 25 me. of 
ACTH by 6-hour intravenous perfusion. Blood samples were drawn prior to 
and every 2 hours after the corticotropin administration for quantitative 
analysis of free plasma 17-hydroxyeortieosteroids. The adrenal response to 
ACTH was tested at 12, 36, or 60 hours and at 614 days after the steroid treat- 
ment had been discontinued. The response of certain of the patients who had 
received only prednisone was compared with that of other subjeets who had 
received intramuscular injections of either long-acting ACTH or testosterone 
along with the prednisone. 

In those patients who received prolonged treatment with prednisone 
alone, the adrenocortical response to intravenous perfusion of ACTH was nil 
12 hours after cessation of prednisone therapy. After 36 and 60 hours the 
response was unpredictable and disordered but, after 6144 days, the response, 
although still subnormal, was more consistent. The adrenal unresponsiveness 
was not affected by the concomitant administration of testosterone; however, 
repeated injections of long-acting ACTIL every 5 to 7 days resulted in a 
normal adrenal reactivity to corticotropin as measured 12 hours after the dis- 
continuance of corticosteroid therapy. H. F. 


The Effect of Progesterone on the Respiration of Patients With Emphysema 
and Hypercapnia. Tyler, J. M.: J. Clin. Invest. 39: 34, 1960. 


lor many years it has been known that in pregnancy there is a decrease 
in alveolar concentration of CO., and that administration of a single dose of 
progesterone to normal men stimulates breathing.- In this study, repeated 
doses of progesterone were given 9 patients with chronic pulmonary diseases 
and arterial blood levels of CO. which were elevated in the range of 61 to 46 
mm. He PaCO.. In these patients the alveolar CO, was consistently lowered by 
progesterone and inereased when a placebo was substituted. Progesterone 
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was effective intramuscularly, but not sublingually. Aspirin given with 
progesterone increased ventilation and slightly diminished the pCO. in one 
patient. It is noted that the clinical usefulness of progesterone in persons 
with severe clevations of pCO. was not established by this study. K. K. 


Hypersensitivity to Para-Aminosalicylic Acid. Krzyski, T. K., and Young, R. 
C.: Canad. M. A. J. 83: 527, 1960. 


The incidence of hypersensitivity to para-aminosalicylie acid in a group 
f 894 hospitalized patients who were being treated with the drug over a 5 
ot period was investigated. Thirty-three patients (3.6 per cent) developed 
reactions of a hypersensitivity type. Skin eruptions and fever were by far 
the 2 most common allergic manifestations and actually occurred in associa- 
tion in 15 of the patients. All types of eruptions were observed, including 
macular, papular hemorrhagic, urticarial, or erythematous responses. Six 
patients had severe gastrointestinal symptoms manifested by nausea, vomit- 
ing, diarrhea, and abdominal eramps. Chills, headache, conjunctivitis hepato- 
toxicity, cyanosis of the hands, marked drowsiness, and burning sensations in 
the legs were observed occasionally. Two patients who had been receiving 
large doses for a prolonged period of time developed severe hepatotoxic re- 
actions which subsided quickly after the drug was stopped. The average 
patient received 384 Gm. over a period of approximately 40 days before 
manifesting an untoward reaction, however, one patient became ill after re- 
ceiving only 8 Gm. over a 24 hour period and another patient had received 
1575 Gm. before developing an allergic response. 

Hepatotoxicity is the most serious reaction which may result from PAS 
hypersensitivity and is most likely to occur when the drug is continued after 
evidence of hypersensitivity has become manifest. The importanee of dis- 
continuing PAS at the earliest sign of allergic reactivity is strongly empha- 


sized. k. W. 


Rapid Functional Suppression of the Adrenal Cortex Due to Prednisone 
Therapy. Marks, lL. J., Chute, R., and Sallode, R.: New England J. Med. 
264: 10, 1961. 


Alterations in the responses of the adrenal cortex to ACTH and to surgical 
trauma were recorded following a 5-week course of prednisone therapy in a 
patient with advanced metastatic prostatic cancer. Within 10 to 14 days the 
daily oral administration of 20 mg. of prednisone reduced the capacity of the 
adrenal cortex to respond to ACTH or surgical operation. Continustion of 
prednisone therapy for an additional 3 weeks resulted in sueh a marked adreno- 
cortical suppression that only a negligible adrenal output of 17-hydroxyecortico- 
steroids oceurred in response to ACTIL or surgery. This alteration in function 
was associated with only minimal evidence of adrenocortical atrophy on path- 
ologic examination. Caution is advised because of the rapidity of marked 
adrenocortical suppression in man resulting from the use of the newer syn- 
thetic cortisone analogues, H. Pelz 


IMMUNOLOGY 


Leukocytic Transfer of Immediate-Type Hypersensitiveness in Man. V. 
Transfer of Experimental Sensitivity to Ascaris Antigen. Walzer, M., 
and Bowman, K. L.: Proe. Soe. Exper. Biol. & Med. 105: 246, 1960. 


In this communication the authors report the first instance of marked 
immediate transfer reactions elicited in man at sites prepared with peripheral 
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blood leukoeytes. The donor was a voung physician who was atopic and had 
been experimentally sensitized to clscaris lumbricoides extract by repeated 
weekly intracutaneous injections of this antigen. At the time of transfer the 
donor showed a moderate (++) delaved and a slight (+) immediate response 
to a skin test with Asearis extract. Of 3 nonsensitive recipients, on whom 
transfer sites were prepared with 1:10 suspensions of the donor’s cells, only 
one showed positive transfer reactions. The sites were tested with Ascaris 
extract after an interval of 11 days and responded with moderate or marked 
reactions, Control tests with Ascaris on normal adjacent sites and with non- 
related antigen and diluting fluid on leukoeytic sites produced no reactions. 
Sites sensitized with the donor’s scrum also failed to react. The transfer 
reactions on the recipient were much greater than the donor’s direct response 
to the same test. The transfer reactions were slower in development and were 
more pruritic than the usual passive transfer reactions produced om serum 
sites. 

In this experiment only the immediate sensitivity was transferred. Inia 
previous study both types of sensitivity had been transferred concomitantly 
by the donor’s leukocytes. These findings render untenable the prevailing 
concept that only delayed forms of hypersensitiveness In man are transferable 
by peripheral blood leukocytes. Author’s Abstract 


Factors Involved in Antibody Formation. Campbell, D. H.. and Garvey, J. S.: 
J. Infect. Dis. 106: 15, 1960. 


The three basic concepts of antibody formation are (1) Ehrlich’s side 
chain theory, (2) the template theory and, (3) the theory of mutation in- 
volving either deoxyribonucleic acid or ribonucleic acid. A fourth concept 
could be some combination of the above. Any theorizing or experimentation 
regarding the formation of antibodies must also take into account the nature 
of antigen, for without antigen, antibody formation could not be induced or 
stimulated. Antigens are generally of high molecular weight, and the ability 
to stimulate antibody production is roughly proportional to their moleeular 
weight. Low molecular weight substances, such as penicillin and other drugs 
which induce antibody formation, are believed to acquire this capacity by 
union with a constituent of the host, thereby forming a high molecular weight 
substance. Antigens are generally foreign to the host. Antigens must be 
digestible and it is through such enzymatic degradation that they are broken 
down into the small fragments which are believed to be the active funetional 
eroups in antibody formation. Experimental evidence supports the idea that 
antibody formation is always associated with metabolism of antigen, and that 
antigen or its fragments are present in the tissues as long as antibody can be 
detected. In fact, antigen can be detected in tissues after circulating anti- 
bodies have been reduced to an undetectable level. The small antigen parti- 
cles have been found to be closely associated with soluble RNA of the liver. 

Antibody molecules are all globular proteins found in the serum of im- 
munized animals. They show considerable heterogeneity with respect to 
molecular weight, electrophoretic mobility, Chromatographie column behavior, 
reaction capacity with antigen and biologie reactions. Different antibodies 
in a given animal are indistinguishable from each other or from normal 
vlobulin by immunologic methods. The nature of antibodies appears to 
change with continued exposure to antigen, as for example, there is a streneth- 
ening of the reaction with antigen and cross reactivity. of inereases of anti- 
sera with exposure to antigen. Still another type of heterogencity is based 
on the specificity of antibody combining sites; for example, it has been 
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demonstrated that antiserum against specific substances, when absorbed with 
the intact antigen, still possesses antibodies which react only with dissociated 
particles of the original antigen. 

Experimental evidence is quoted in support and refutation of each of the 
theories of antibody production; for example, the theory based on inductive 
reactions must prove that antibodies are normally present, that theory based 
on the template theory must explain why antibodies may not be found in spite 
of the presence of antigen, and the mutation theory must explain why anti- 
body production does not persist once the mechanism is initiated. It is well 
known that certain strains of microorganism are more susceptible to the 
formation of inductive enzymes than others and that not only do certain 
animal species vary in their ability to form antibodies but that a homologous 
group of animals varies greatly in their individual ability to produce anti- 
body. The rise and fall of antibody titer is significant and it appears that 
some antigen must be present for antibody formation and that, in some man- 
ner, the degradation of antigen into fragments is important in the process. 
Additional knowledge of protein synthesis is important to the further under- 
standing of antibody formation. The clone theory suggests the presence of 
either a genetic background or a condition in which native antigen molecules 
or fragments thereof produce cellular sensitization. Upon secondary ex- 
posure to antigen, these sensitive cells disintegrate and release fragments 
which would be taken up by cells in the surrounding area. The number of 
fragments released would be limited and, therefore, the size of the clone 
would also be limited. It is generally true that in all instances of immune 
tolerance the refractory period of tolerance is relative and resembles immune 
paralysis in that it depends upon the amount of antigen which is deposited 
in the tissues and persists there. Antigen can persist for long periods of 
time and this persistence has an important influence on antibody formation 
and immune mechanisms. From this it can be suspected that individual ani- 
mals handle antigen differently and that only certain protein molecules are 
susceptible to modification during synthesis. 

Many biologic reactions, such as autoimmunization and tissue transplant 
reactions, are believed to be the result of immune mechanisms but since there 
is no evidence of the presence of circulating antibody or of an antigen it must 
be speculated that such reactions might be due to a toxie mechanism rather 
than an antigen-antibody mechanism. H. F. 


Transfer of Delayed Hypersensitivity to Skin Homografts With Leukocyte 
Extracts in Man. Lawrence, H. S.. Rapaport, F. T., Converse, J. M.. and 
Tillett, W.S.: J. Clin. Invest. 89: 185, 1960. 


Accelerated homograft rejection was induced in man by the subcutaneous 
or intracutancous Injection of desoxyribonuclease-treated leukocyte extract. 
This extract was prepared from a human donor sensitized by one or more 
oraftings from another person. Skin donor A gave grafts to Subject B. Sub- 
ject B donated anti-A leukocytes to test Subject CC. Skin grafts from A and 
from a control person were made to Subject C. Comparison was made of the 
time of rejection of these grafts. When Subject B was sensitized by one or 
two grafts from A, B’s leukocyte extract did not affect graft rejeetion when 
injected at a distance but did affect rejection when injected loeally around 
the sites of the grafts. The local injection was made after grafts had been in 
place 6 days and were well vascularized. Under these conditions the test 
eraft was rejected in from 24 to 48 hours and the control graft was retained 
8 to 10 days. Neither serum from B nor leukoeytes from an indifferent 
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donor hastened rejection of the grafts. When B was further sensitized by a 
total of 4 sets of grafts, his leukocyte extract at this time was able to cause 
specific graft rejection when injected at a distance. When B’s leukocytes 
were removed and extracted 11 days after the height of reaction to the fourth 
set of grafts, they were not able to cause rejection of grafts at a distance. It 
is concluded that graft rejection tollows the same patterns as delayed hyper- 
sensitivity to bacteria. I. KK, 


Thyroglobulin Antibodies in Patients Without Clinical Disease of the Thyroid 
Gland. Hackett, ., Beech, M., and Forbes, L. J.: Laneet 2: 402, 1960. 


The authors studied 387 general medical hospital patients in whom there 
Was no suspicion of thyroid disease and 102 blood donors for thyroglobulin 
antibodies by the tanned red cell hemagglutination technique. Sixty-nine 
cases of thyroid disease, confirmed by the usual techniques, were also evalu- 
ated. These included & patients with Hashimoto’s thyroiditis, 20 patients 
With myxedema, 20 patients with thyrotoxicosis, 16 patients with euthy- 
roid) goiter, and 2 patients with carcinoma of the thyroid. Sixty-one 
per cent of the 66 females and 3 males studied gave a positive tanned 
cell hemagglutination test for thyroglobulin in a titer of 1:10 or higher. 
Normal blood donors showed an incidence of 9 per cent positives, and 18 per 
cent of the 387 mixed medical patients without obvious clinical thyroid disease 
reacted. The 68 patients with thyroid disease who produced positive reactions 
were reviewed carefully and studies showed no indication of any e¢linical 
thyroid disease in these patients and none of these patients had recently had 
blood transfusions which could possibly affect the antibody titers obtained. 
An increased incidence of positive titers in normal females was observed with 
an increase in age. Approximately 9 per cent of the male patients over 40 
showed positive reactions, whereas 12 per cent of those under 40 had a positive 
hemagglutination titer in the nonthyroid group, whereas 19 per cent of the 
females under 40 showed a positive reaction and 30 per cent over 40 had 
positive result. Antibody titers tended to be somewhat higher in the patients 
with overt thyroid disease, but no sharp delineation could be made. The 
highest titers obtained in the nonthyroid cases were almost exclusively in 
females. The nonthyroid positive reactors suffered from a variety of diseases 
not peculiar to the female sex and which did not seem to bear any relationship 
to thyroid funetion, unless, as the authors suggest, thyroid funetion may 
possibly be upset in any disease process. Since 18 per cent of the ‘‘non- 
thyroid’’ patients apparently produced hemagglutinating antibodies to thy- 
roid globulin, the authors suggest that whatever stimulant appeared to pro- 
voke the formation of these antibodies was not seriously damaging to the 


thyroid gland. R. W. 


Three y-Globulins in Normal Human Serum Revealed by Monkey Precipitins. 
Dray, S.: Science 182: 1313, 1960. 


Rhesus monkeys were sensitized with normal human y-globulin prepared 
by cellulose ion-exchange chromatography. The globulin was injected in 
doses of 5 to 50 me., subcutaneously or intramuscularly. The initial dose was 
administered in complete Freund’s adjuvant while subsequent doses were 
given in incomplete adjuvant or saline at monthly or biweekly intervals. 

When the monkey antiserum was tested on an immuno-electrophoretic¢ 
agar plate against normal human y-globulin and two inveloma sera, different 
preeipitin band patterns developed. When the monkey antiserum was ab- 
sorbed by either myeloma serum, there were no bands when tested against the 
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respective myeloma sera, but different bands did develop against normal 
human y-globulin. The three different y-globulins found were designated as 
y-A, y-B, and y-C, and were presumed to be 7S y-globulins. By additional 
absorption tests the antigenic determinants and relationships of the various 
globulins in the normal and myeloma sera were determined, 

With horse or rabbit antisera, tested in the same manner, antigenie dif- 
ferences between the two myeloma sera and the y-globulins of normal human 
serum could not be recognized. The finding of three y-globulins in normal 
human serum with monkey antiserum and only one with horse or rabbit anti- 
serum points up the fact that antibodies produced in closely related species 
are more effective in detecting minor antigeme differences among the serum 
proteins than antibodies produced in a more distantly related species. B.S. 


The Development of Positive Serologic Tests With Histoplasma Capsulatum 
Antigens Following Single Histoplasmin Skin Tests. MecDearman, S., and 
Young, J. M.: Am, J. Clin. Path. 34: 434, 1960. 


ee 


A single skin test with histoplasmin was earried out on 40 ‘‘normal”’ 
laboratory personnel in Memphis, Tennessee. Various highly sensitive anti- 
hody tests were performed on sera taken prior to the skin test and were re- 
peated weekly for 7 weeks thereafter. Of the original 40 persons, 29 were skin 
test positive at the outset and 2 had humoral antibodies prior to skin testing. 
One of these 2 was skin test negative. Ten of the 40 persons developed 
humoral antibodies from 1 to 5 weeks after skin testing. Humoral antibodies 
remained for 12 weeks in 2 persons and in one instance were still present 45 
weeks later. Caution is urged in the interpretation of serologie tests for 
histoplasmin in patients previously skin tested with this substance. K. K. 


Tuberculin Sensitivity of Physicians. Sartwell, P. E.: Am. Rey. Resp. Dis. 
82: 751, 1960. 


A Mantoux test with 0.00002 mg. (1 TU) of PPD was performed on 279 
physicians, 1387 of whom were residents of the United States and 142 lived 
in other countries. Reactions measuring 5 mm. or more in the transverse 
diameter of induration were considered positive. Forty-seven per cent of the 
Amerieans, and SL per cent of those who came from other parts of the world 
showed positive reactions. Among 29 American nurses similarly tested, only 
24 per cent were positive reactors. Among 88 Americans in professions other 
than medicine, 30 per cent reacted positively, whereas among a similar group 
from other parts of the world, 62 per cent showed positive reactions. EE. W. 


ANAPHYLAXIS 


Immunological Differentiation of Human Testicular (Spermatocele) and Sem- 
inal Spermatozoa. Weil, A. J.. and Rodenbrug, J. M.: Proe, Soe. Exper. 
Biol. & Med. 105: 45, 1960. 


Human seminal plasma and spermatozoa have antigens in common which 
are organ and species specific. The same has been found to be true for rabbit, 
euinea pig, bull, and buffalo. Since similar antigens are found in aqueous 
extracts of prostate and seminal vesicles but are absent in extraets of testicle 
or epididymis and since these antigens have been found in the ejaculate of 
azoospermic man, it is believed that spermatozoa take up the antigens during 
their passage through the adnexal glands of the genital traet. Direct evidence 
has been obtained in the rabbit that spermatozoa from the epididymis lack 
these antigens. This study presents similar direet evidence in man. 
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Spermatozoa were obtained from spermatoceles from 3 men. These cystic 
structures, which form when the epididymis becomes obstructed, contain 
spermatozoa which have not made contact with the adnexal glands. These 
spermatozoa are thus antigenically equivalent to testicular spermatozoa. They 
were removed from the spermatocele fluids and washed in physiologie saline. 

Immune sera were prepared against human seminal spermatozoa and 
seminal plasma. With the Ouchterlony agar diffusion method it was found 
that spermatozoa from spermatoceles did not react with immune sera against 
seminal spermatozoa or seminal plasma. In addition, seminal plasma and 
seminal spermatozoa were capable of inhibiting the antibody in anti-seminal 
plasma immune serum, but spermatocele spermatozoa could not. Attempts to 
sensitize rabbits and guinea pigs with spermatocele spermatozoa in Freund’s 
adjuvant were unsuccessful, Therefore spermatozoa from spermatoceles lack 
the antigenic material present on seminal spermatozoa and the latter acquire 
their antigenicity during their passage through the adnexal glands of the 
genital tract. The significance of this antigenie material in the physiology of 
reproduction remains undetermined. B.S, 


Passive Transfer of Delayed Sensitivity to the Newborn Rabbit. Warwick, 
W. J.. Archer, O., and Good, R. A.:  Proe. Soe. Exper. Biol. & Med. 105: 
459, 1960. 


A strain of beta-hemolytice streptococcus was injected into each hind foot 
pad of mature rabbits. About 7 to 10 days later they were tested intra- 
cutaneously with a saline solution containing streptokinase and. streptodor- 
nase, and the test sites were examined for induration and erythema after 18 
to 24 hours. The rabbits showing evidence of delayed sensitivity were sacri- 
ficed and the spleen and the two popliteal nodes were removed. Leukocytes 
were separated from these organs and then suspended in saline. Aliquots of 
the leukocytic suspension were then administered by intravenous, intra- 
peritoneal, or subcutancous routes to newborn and mature rabbits. The re- 
cipients of the white cell transfer were then skin tested with the saline 
solution which contained streptokinase and streptodormase. With the intra- 
venous cell transfer, testing was done immediately thereafter. With the 
intraperitoneal or subcutaneous cell transfer, testing was carried out 24 hours 
later, 

Seven-day-old rabbits failed to accept passive transfer of delayed sensi- 
tivity uniformly. Transfer was accepted by one of 11 at 14 days, 4 of 9 at 
21 days, and 3 of 3 at 28 days. The passive transfer of delayed sensitivity was 
successful in 24 of 50 mature rabbits. 

Thus, the newborn rabbit is similar to the newborn infant in its inability 
to accept the passive transfer of delayed sensitivity. By 4 weeks of age, the 
rabbit is capable of reacting like a mature animal. The reason for this de- 
ficieney in the newborn is unknown. BLS. 








